Aims: Nonvalvular atrial fibrillation often occurs in combination with carotid atherosclerosis, but less is known about it in combination with cerebral artery stenosis. This study investigated the characteristics of cerebral infarction in patients with nonvalvular atrial fibrillation with or without cerebral artery stenosis. 13.3%) were higher in the stenosis group (n 107) than in the non-stenosis group (n 65) (P 0.01). In the stenosis group, there were different types of cerebral infarction lesions, including multiple infarction (multifocal type), massive infarction, watershed infarction, and lacunar infarction; in the non-stenosis group, the 60.0% lesions were multiple infarction (multifocal type), a significantly higher proportion than the stenosis group (26.2%, P 0.05). NIHSS score was an independent risk factor for worse prognosis at follow-up (OR (95%CI) 1.251-1.674, P 0.001).
Introduction
Nonvalvular atrial fibrillation (NVAF) is the most common type of atrial fibrillation and an independent risk factor for cerebral infarction; about 20% of the cases of cerebral infarction are cardiogenic cerebral infarction and, of these, nearly 50% are caused by NVAF infarction with NVAF. Cerebral infarction was diagnosed according to the Framingham criteria 14) if it met the following criteria: 1) acute onset; 2) the emergence of focal neurological deficits (one side of the face or limb numbness, speech disorders, etc.), a small number of patients with comprehensive neurological deficits; 3) symptoms or signs continued for more than 30 min; and 4) brain magnetic resonance imaging (MRI) showed acute ischemic lesions. Atrial fibrillation was diagnosed according to the following criteria: 1) patients with a previous history of atrial fibrillation; or 2) duration of atrial fibrillation lasting over 30 s, showing an absence of P-wave replaced by F-wave of absolutely irregular amplitude, shape, and spacing (frequency, 350-600 times/min) in electrocardiogram.
The exclusion criteria were: 1) intracerebral hemorrhage; 2) atrial fibrillation associated with reversible causes (which included acute myocardial infarction, acute myocarditis, untreated hyperthyroidism, atrial fibrillation caused by electrophysiological examination, angiography and pacemaker operation, and recent history of cardiothoracic surgery); or 3) rheumatic heart valve disease confirmed by clinical diagnosis and ultrasonic echocardiography.
The patients were grouped into two groups according to the diagnostic criteria of cerebral artery stenosis. Patients with NVAF combined with cerebral artery stenosis were placed in the stenosis group, and those with NVAF without cerebral artery stenosis were placed in the non-stenosis group.
The diagnosis of cerebral artery stenosis referred to a stenosis degree of any segment of the cerebral artery ≥ 50% 15, 16) but excluded isolated symptomatic artery stenosis related to the cerebral infarction area. Multiple cerebral artery stenosis referred to lesions involving more than one segment of cerebral arteries. Cerebral artery stenosis included extracranial artery stenosis and intracranial artery stenosis. The extracranial arteries were divided into different segments: common carotid artery, external carotid artery, extracranial internal carotid artery (E-ICA), and extracranial vertebral artery (E-VB). The intracranial arteries were also divided into various segments: intracranial internal carotid artery (I-ICA), middle cerebral artery (MCA), anterior cerebral artery (ACA), intracranial vertebral artery (I-VA), basilar artery, and posterior cerebral artery (PCA).
Data Collection
Case data were retrospectively studied, including clinical characteristics and basic data (gender and age); past medical history and personal history (history of stroke/TIA, hypertension, diabetes, coronary heart disease, and smoking and alcohol consumption); preassessing the risk for embolism and stroke in patients with atrial fibrillation. This score assigns a level of risk based on the patient's history of congestive heart failure, arterial hypertension, age, diabetes mellitus, status post stroke or transient ischemic attack, vascular disease, and female sex 4) . Nevertheless, due to the controversies in the prediction efficiency of current risk stratification schemes for stroke and unclear mechanisms of cerebral infarction in patients with NVAF, there may be some more important risk factors for the occurrence of stroke in patients with atrial fibrillation 5, 6) . At present, the high-risk factors of cerebral infarction in patients with NVAF, such as age, hypertension, and diabetes, are all recognized as being risk factors of atherosclerosis 7) . Aortic arch atherosclerosis may be involved in the occurrence of stroke in atrial fibrillation 8, 9) . Studies have also demonstrated that about 70% of patients with NVAF have carotid atherosclerosis and approximately 20%-50% of patients with NVAF have severe carotid artery stenosis 10, 11) , which can further increase the risk of cerebral infarction in patients with NVAF 12, 13) . During our clinical observations, we also found that some cerebral infarction patients with NVAF also had cerebral atherosclerosis. Therefore, we consider that cerebral artery stenosis may also play an important role in causing stroke in NVAF. As previous studies have mostly focused on peripheral or extracranial arteries, reports of cerebral infarction in patients with NVAF combined with cerebral artery stenosis are rare.
The aim of this study was to investigate the clinical and imaging characteristics of cerebral infarction in patients with NVAF with or without cerebral artery stenosis. The results should provide important information about cerebral infarction with NVAF in combination with cerebral artery stenosis.
Subjects and Methods

Study Design
This was a retrospective analysis of patients with NVAF hospitalized for cerebral infarction at the Department of Neurology of the Affiliated Ganzhou Hospital of Nanchang University between December 2011 and January 2016.
The study was approved by the ethics committee of the Affiliated Ganzhou Hospital of Nanchang University.
Patients
Patients were included in the study if they fulfilled the following inclusion criteria: 1) older than 18 years and 2) preliminarily diagnosed as having cerebral
Statistical Analysis
Statistical analysis was carried out using Windows SPSS (Version 18.0; IBM, Armonk, NY, USA). Continuous variables were expressed as mean standard deviation (SD) and compared by the two independent-samples t-test. Categorical variables were compared using the chi-square test of fourfold table (when theoretical frequency was 5, Fisher's exact probability test for fourfold table data was applied). One-way analysis of variance with the post hoc LSD test for continuous variables and chi-square test for categorical variables were used for subgroup analyses. The baseline data of the good vs. poor prognosis group were first compared using univariate analyses. Then, multivariate logistic regression analysis was carried out on the factors with significant difference (P 0.05). P 0.05 was considered as statistically significant.
Results
From December 2011 to January 2016, 1563 patients with acute cerebral infarction who were hospitalized at the Department of Neurology of the Affiliated Ganzhou Hospital of Nanchang University were considered for inclusion in the study. Among them, 1313 patients without atrial fibrillation and 45 patients with combined rheumatic valvular heart disease were excluded. In addition, another 33 patients were excluded due to incomplete vascular examination. Finally vious history of medication (antiplatelet and anticoagulant drugs); condition assessment (NIHSS score) and risk assessment for recurrent stroke (CHA2DS2-VASc score 17) ); data on supplementary examinations (serum biochemistry: total cholesterol (TC), triglyceride (TG), low-density lipoprotein cholesterol (LDL-C) and homocysteine (Hcy)); fibrinogen (Fib) and international normalized ratio (INR); and heart color Doppler examination (ejection fraction (EF) and left atrial diameter).
Craniocerebral magnetic resonance angiography (MRA), transcranial Doppler ultrasonography, and carotid color ultrasound were performed for all patients within 3 days after admission to hospital. The intracranial arteries were examined using craniocerebral MRA and transcranial Doppler ultrasound. The extracranial arteries were examined by carotid color ultrasound. The imaging of the cerebral infarction lesions in the present study was analyzed by two neurologists and two radiologists specialized in magnetic resonance diagnostic, each with 7 years of relevant experience. Acute cerebral infarction lesions were determined based on high signal intensity on diffusion-weighted imaging and low signal intensity on apparent diffusion coefficient. The types of cerebral infarction lesions were divided according to single lesion and multiple lesions (which referred to discontinuous lesions in each layer, whereas unseparated lesions were considered as single lesion). According to the anatomical sites of infarction lesions, a single lesion was further divided into cortical infarction, subcortical infarction (infarction lesion 15 mm in diameter was considered as lacunar infarction 18) ), cortical-subcortical infarction, watershed infarction, and brain stem and cerebellar single infarction. Based on the size of the lesion area, cerebral infarction lesions were divided into massive cerebral infarction (the maximum diameter of lesion ≥ 40 mm) 19) and nonmassive cerebral infarction (the maximum diameter of lesion 40 mm).
Follow-Up
Follow-up was performed 90 days after the patients were discharged, via telephone or face to face when some of the patients returned to the hospital for re-examination. Follow-up evaluation was undertaken by clinicians who had received unified training on the classification of the mRankin grade, and they had no previous interaction with the patients. The patients, relatives, or care workers who had taken care of the patients for a long time were questioned. Good prognosis was defined as mRankin score ≤ 2. Poor prognosis was defined as mRankin score ≥ 3. patients (39.0%) had multiple infarction lesions, with 28/107 patients (26.2%) in the stenosis group and 39/65 patients (60.0%) in the non-stenosis group. Comparison between the two groups showed that the number of lesions was significantly different (P 0.026) ( Table 3) .
Comparison of the size of the lesion area between the two groups revealed that 43/172 patients (25.0%) had massive infarction lesions, with 25/107 patients (23.3%) in the stenosis group and 18/65 patients (27.7%) in the non-stenosis group, showing no significant difference (P 0.505) ( Table 3) .
Subgroup Analyses
The total number of cerebral artery stenosis segments was 278. Among them, there were 48 lesion in extracranial arteries (17.3%) and 230 in intracranial arteries (82.7%). The top 3 affected cerebral artery
Comparison of Data from Supplementary Examinations
The supplementary examinations between the stenosis group and the non-stenosis group showed no statistical differences in LDL, TC, TG, INR, Fib, Hcy, EF, or left atrial diameter (P 0.05) ( Table 1) . Patients in the non-stenosis group had a significantly better prognosis at follow-up than those in the stenosis group (P 0.003).
Analysis of the Types of Cerebral Infarction Lesions
The distribution of infarction lesions is shown in Non-stenosis group (n 65) P Gender, n (%) Male Female Age (years), mean SD History of stroke/TIA, n (%) Coronary artery disease, n (%) Hypertension, n (%) Diabetes, n (%) Heart failure, n (%) Peripheral vascular disease, n (%) CHA2DS2-VASc score, mean SD Smoking, n (%) Alcohol consumption, n (%) NIHSS score, mean SD History of antiplatelet drugs, n (%) History of anticoagulant drugs, n (%) SD standard deviation; NIHSS National Institutes of Health Stroke Scale; LDL-C low-density lipoprotein cholesterol; TC total cholesterol; TG triglycerides; INR international normalized ratio; Fib fibrinogen; Hcy homocysteine; EF ejection fraction of the patients according to their 3-month prognosis. During follow-up, only antithrombotic treatments and blood pressure were recorded. Seven patients with incomplete data (blood pressure and/or medication) were not included in the analysis, leaving 165 included patients. The results showed that the independent risk factors for poor prognosis of nonvalvular atrial fibrillation with cerebral infarction were higher NIHSS score (OR 1.458, 95%CI: 1.226-1.679, P 0.001), without continuous anticoagulant therapy (OR 0.182, 95%CI: 0.062-0.532, P 0.002), and history of stroke/TIA (OR 4.377, 95%CI: 1.361-14.083, P 0.013) ( Table 4) .
Discussion
The aim of this study was to investigate patients with cerebral infarction and NVAF and compare the characteristics of the two groups of patients, i.e., those segments were the MCA (n 114, 48.1%), ACA (n 39, 14.0%), and PCA (n 35, 12.6%). There were 53 cases (49.5%) of intracranial artery stenosis, 25 cases (23.4%) of extracranial artery stenosis, and 29 cases (27.1%) of simultaneous intracranial and extracranial artery stenosis (Supplementary Table 1) . We compared the baseline data among the four groups: intracranial stenosis, extracranial stenosis, intracranial and extracranial stenosis, and non-stenosis. Age (P 0.001), CHA2DS2-VASc score (P 0.001), NIHSS score (P 0.001), hypertension (P 0.001), history of stroke/TIA (P 0.001), coronary artery disease (P 0.001), diabetes (P 0.003), and prognosis (P 0.008) were significantly different among the four groups (Supplementary Table 2 ).
Factors Associated with Risk of 3-Month Poor Prognosis
Supplementary Table 3 shows the characteristics components and predictive factors for the risk stratification of stroke in atrial fibrillation but also are closely correlated with cerebral infarction patients with NVAF complicated with cerebral artery stenosis, suggesting that cerebral artery stenosis has a potential effect on the occurrence and development of NVAF complicated with cerebral infarction. In addition, cerebral artery stenosis may also aggravate the condition of patients with NVAF complicated with cerebral infarction. In this study, the mean NIHSS score in the stenosis group was evidently higher than that in the non-stenosis group, with a statistically significant difference, which might be explained by relatively poor cerebral vascular compensation in cerebral infarction patients with NVAF accompanied by cerebral artery stenosis.
In the CHA2DS2-VASc stratification scheme 17) , new-onset vascular diseases (previous history of myocardial infarction, peripheral arterial disease, or large artery plaque) were considered as the risk factors of stroke in atrial fibrillation. Moreover, these factors are all caused by long-term atherosclerosis. Meanwhile, risk factors including advanced age, hypertension, and diabetes increase the incidence of cerebral atherosclerosis, finally resulting in increased risk of cerebral infarction. At present, the development and popularization of vascular imaging are rapid; therefore, we suppose that cranial artery stenosis could be included into the risk stratification of stroke in atrial fibrillation and may have a more intuitive effect on the determination of the risk of stroke in atrial fibrillation.
The original intention of establishing a stratification scheme for stroke risk in patients with atrial fibrillation is to reasonably assess the risk of complicated cerebral infarction in patients with atrial fibrillation and to guide the choice of the strategy for the who also had cerebral artery stenosis vs. those without cerebral artery stenosis, with the aim of understanding more about NVAF in combination with cerebral artery stenosis. The results showed that the patients in the stenosis group had a higher mean age and higher rates of history of hypertension and stroke than those in the non-stenosis group. The patients with stenosis also had a worse prognosis at follow-up, but multivariate analysis suggested that stenosis was not a risk factor for worse prognosis. The only factor found to be an independent risk factor was the NIHSS score. These results highlight the existence of cerebral artery stenosis in combination with NVAF.
In recent years, with the development of imaging technology for vascular examination and the gradual improvement of cerebral artery stenosis detection rates, the phenomenon of stroke in atrial fibrillation complicated with cerebral atherosclerosis and its relationship with stroke incidence has received increasing attention. Kim et al. 20) applied DSA and MRA examinations combined with the CHADS2 scoring system for stroke patients with NVAF and then found that the proportion of intracranial and extracranial atherosclerosis increased with increasing CHADS2 score; therefore, they believed that hypertension, ≥ 75 years of age, and history of stroke/TIA were determinants of complicated cerebral atherosclerosis in patients with NVAF. Our study found that two-thirds cases of NVAF complicated with cerebral infarction had cerebral arterial stenosis. In addition, compared with the non-stenosis group, significant increases were found in the proportion of patients with advanced age, a history of hypertension, and a history of stroke/TIA, as well as in corresponding CHA2DS2-VASc score in the stenosis group. Therefore, hypertension, ≥ 75 years of age, and history of stroke/TIA not only are important 24) . In the present study, the types of lesions in the non-stenosis group were similar to this characteristic, with 60.0% being multiple cranial infarction and 27.7% being massive infarction, suggesting that cerebral infarction in patients with NVAF without cerebral artery stenosis occurs mainly through the mechanism of cardiac embolism. Nevertheless, the types of lesions in the stenosis group were more varied, including multiple infarction (26.2%), massive infarction (23.3%), watershed infarction (11.2%), and lacunar infarction (15.9%). Compared with the non-stenosis group, the types of lesions and mechanisms in the stenosis group were more complex, so as well as cardiac embolism being an important mechanism other mechanisms are likely to be involved including arterial embolism and hemodynamics based on cerebral artery stenosis 20, 23) (as shown in Fig. 1 ). Our study found 12 cases of watershed infarction (as shown in Fig. 2) . The potential mechanism of NVAF complicated with cerebral watershed infarction may be based on cerebral artery stenosis, when irregular cardiac contraction occurs with atrial fibrillation this causes abnormal hemodynamics and thereby leads to a deficiency in cerebral blood flow perfusion and consequently cerebral infarction. In addition, 5 cases of subcortical lesion with diameter 15 mm, also known as lacunar cerebral infarction, were detected (as shown in Fig. 3) . Seifter et al. 25) emphasized that cardiac stroke can also cause relatively small subcortical cerebral infarction, but its mechanisms are complex, and these may be cardiac embolism, perforating artery occlusion, or hyaline degeneration of perforating arteries caused by cerebral atherosclerosis of patients with atrial fibrillation themselves resulting in classical lacunar cerebral infarction.
In summary, the pathogenesis of cerebral infarction in patients with NVAF combined with cerebral artery stenosis is complex. The cerebral infarction can be caused by not only cardiac embolism but also noncardiac embolism such as artery-to-artery embolism, hemodynamic changes, and perforating artery occlusion.
This study is a retrospective study, with a limited period and small sample size; any missing information cannot be obtained, and there might be selection bias in the collection of case data. This study failed to collect cases of NVAF without cerebral infarction as controls, to understand their onset of cerebral artery stenosis. The diagnosis of cerebral artery stenosis in this study mainly relied on MRA, which has a relatively low positive predictive value, resulting in a possible lack of accuracy in the diagnosis of cerebral artery stenosis. This study did not detect serum markers that can reflect the risk of stroke in atrial fibrillation, such prevention of thromboembolism. Hypertension, ≥ 75 years of age, history of stroke/TIA, and diabetes are considered as acknowledged risk factors for stroke in atrial fibrillation; however, the mechanisms of these factors serving as its determinants are still unclear. Generally, hypertension and advanced age are supposed to cause changes in cardiac structure, especially corresponding abnormal hemodynamics and slowed left atrial appendage blood flow velocity following left atrial enlargement, promoting thrombogenesis. In addition, hypercoagulability in the presence of diabetes and atrial fibrillation may lead to thrombogenesis. These factors can increase the risk of stroke and underline the complexity of multiple factors or mechanisms in cerebral infarction patients with NVAF. Obviously, the existing research data focused more on the mechanism that the shedding of cardiogenic emboli causes embolic cerebral infarction, which has already been confirmed by heart color Doppler ultrasound and transesophageal echocardiography detecting left atrium and/or left atrial appendage thrombus; however, no evidence of cardiogenic emboli was found in about 70% patients with NVAF 21) . Data even show that only 10% of the cerebral infarctions in patients with atrial fibrillation are caused by left atrial thrombi 21) . Benbir et al. 11) pointed out that the pathogenesis of cerebral infarction in patients with NVAF is not only cardiac embolism but also non-cardiac embolism. The Guidelines for the Management of Atrial Fibrillation in the United States pointed out that as many as 25% of the strokes in atrial fibrillation may be caused by cerebrovascular diseases and other cardiogenic emboli or aortic plaques 22) . In patients with NVAF, cerebral artery stenosis also can be complicated; moreover, cerebral artery stenosis is the core link resulting in atherothrombotic cerebral infarction 23) . Our study found that in the cases of NVAF complicated with cerebral infarction, the proportion of cerebral artery stenosis was relatively high (62.2%), suggesting that cerebral artery stenosis may play a role in the occurrence and development of cerebral infarction in patients with NVAF. Kim et al. 20) reported that the main pathogenesis of atherothrombotic stroke is artery-to-artery embolism caused by proximal atherosclerotic plaques, so proximal arterial lesions indeed can lead to the occurrence of cerebral infarction in partial patients with NVAF. In addition, high CHADS2 score not only increases the risk of cardiac embolism but also increases the risk of atherosclerotic thrombosis.
Previous studies indicated that cardiac embolism caused by atrial fibrillation is mostly embodied as multiple intracranial infarction or massive infarction 
Conclusions
Advanced age, hypertension, and history of stroke/TIA rates were higher in patients with cerebral infarction and NVAF combined with cerebral artery stenosis than in patients who had no cerebral artery stenosis. There were many types of cerebral infarction lesions in patients with NVAF combined with cerebral artery stenosis, suggesting that the pathogenesis of cerebral infarction may be both atherosclerotic cerebral infarction and cardiac embolism in these patients.
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as D-dimer, C reactive protein, and brain natriuretic peptide. Due to the costs of the examination, only a small number of patients underwent the evaluation of the aortic arch with transesophageal echocardiography or digital subtraction angiography. In addition, because of the retrospective nature of the study and limited financial resources, we could not recontact de patients and ask them to undergo additional examinations. Therefore, the data were far from being complete, and we cannot provide any reliable numbers or analyses to assess aortic arch plaques. Finally, there were a wide variety of combinations of unilateral/ bilateral lesions with unilateral/bilateral stenosis, and the sample size was too small to perform analyses based on this grouping. Multicenter studies will have to address this issue. 
